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31 4-90 f If 7l# (oil) 0.01-90 f ^ ^-i-^^-i 

(paclitaxel) 0.01-20 ^%S. o] JfLo^tj-. Hth ^ f If <>1^ Si^^^^l^ 
(monoglyceride)^l fl-th* 4-90 f D=%, If <>1#£] 7l# (oil) 0.01-90 f 1 
f -f}-3^ 0.01-90 f U=% ^ ^Bl^Hl (paclitaxel) 0.01 - 20 f U=%» S^- 

*>fe 7>-§-^-§- %o]T%. ' & 2:^** A}-g-*m ^4 



57-4 



1020020042791 



#^ <|J*>: 2003/7/15 



MM 4 ^31 

7]-§-^-g- 3^8* ^ zis] ^{Composition for solubilization 

of paclitaxel and preparation method thereof} 

^ ^ zl cflA}A>#o} ^jyg. EL ISA *&SLS. zieflHcl^. 

Bristol-Myers Squibb a}^ Taxol®* ^^r^rSt 1 }. 

mg S^-i-^ ^-7fi«l, S-lc-g-efl : ^ : ^4= 66:33:1, 1^ 

mg ^M, ^-Tflul, a^sll ^1 : Bel ^ : 65:33:2, -&HaH 2$) 

- A - ; Bristol-Myers Squibb 4 s ! Taxol<D>^g- ^^^A>tr ^ (Sr^^M 10 fig) 

* ^ ^ ^ n tfl*Kr#3 ELISA ^SL3- n. 

Hflao|tq. t Bristol-Myers Squibb Taxol®^ ^^M^ 1 }. 
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mg ^M, -^-Tflwl, 2.^511 : eel : H € 80::4#e|^-€= 55:28:16:1, 

- O - ) tx}-^^^ 7 >-8-^- ^SL ^. (jf^^t 1 
mg ^M, ^Tflwl, £k^?l:EH] ? }H|B] ; E^ 80:s|-#e|^-i= 55:27:16:2, 

- ▲ - ; 3«em-t^ ^tb 5- 1 
mg ^ , *r7)M, 3.hz.^] 91 : Hsl : 80:s«s|^-<i= 54:27:16:3, 

io^ 

- A - ; Bristol-Myers Squibb Taxol®^: ^^tb ^ (s)-#s|^Hl 1 mg 

sHM^ifi ^ tfl^RbM EL ISA ^ ^fb ZLsflHoltq- 

. Bristol-Myers Squibb Taxol®^: ^^r*r&^. 

- • - I 3E^#-i- ^tb 5- (sr^ej^fi 1 
mg ^M, ^-7fl«l, S.ir#Bl]^l:Hel^€^:l-^S.H F-68:4#^^"€= 
55:28:16:1, 11^ 

- O - ; Bristol-Myers Squibb Taxol??^: ^^r*Hb 5" 10 ^g) 
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£^ 1 mg 4 Hl-8-*M ^ ^Mtr * W ^#3^4 £ ^- tflAl-Xj-l- 

^ f^JE* ELISA 18 £.3. ^iHr neflH^l^. 

mg S^l-^ ^711 til, 2.^^^1:B^^m^:^S.H F-68 

55:28:16:1, -i*H 4^ ^#), 

<^ 3" lmgf^, ^-Tflti], S.^^l«?l:HBinH€^:«-f-S.H 

F-68 4#^^€= 55:28:16:1, 4^ S^lr + 1 mg HfleW£) 

80:4#s : l^-€= 55:28:16:1, ^-7)1^1)^ ^ ^ ^#Bl^-t^ HPLC 

^^tr ZLBflH^cf. w]ja^o.s. Bristol-Myers Squibb Taxol®^ ^n^r 

mg) 

- O - : Bristol-Myers Squibb a>^ Taxol??^: ^^Hr ^ 40 #g) 

£ 6^r 3^ -fr^-^m 5L^r WM^I^ 7>-g-^- 

vfl Sfe e^-xfl ^ s^nHi $ ZL tflA>xvi-^ ELISA ^ J13 3 
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mg ^-7\M, tl : He) ^ : H-S 80:4#^^= 55:28:16:1, 

mg tf-q, ^ 711*1, ^1 : HHl ^ *B : H€ SO^-M^^ 55:28:16:1, 

<23> 4t^lfe ^M^i, -jmj-#, ^ ^ #41 

Sr#^^M ^MItt ^ Bristol-Myers Squibb *J-#*lH w1-SJH;e £-6f| tfltb -g-*fl:£7} 
^fl-T- t^I ufl-S-^l ofl^^ (emulsion preconcentrate, self-emulsifying system) % 

EflS. A}-g-s|5L Taxol®^: sj-^-^^-^w *Bl^"a 35 S-Q (polyoxyl 35 

castor oiD^Bl-fe aeflS.^ EL (Cremophor EL), ffl^ £_<|J 

(polyoxylethylated castor oil), l-sl^H^-Al^ tD^e] (polyoxyethoxylated 
castor oil)^ ^^#4 ^ #S^r (dehydrated alcohol)^ -g-^ tgBfla} ^a}^) 
o)x^(v)^^ *fl 54380723: #S). ^15^-, o] *fl*|]i=. 3.^3.3.^^ ^ 
^ -§-*!H ^ T^sH, s.^o-| ^ji <£^°1 ^ 7 fl 
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<*)lL&, *1 ^(polymeric micelle), <>l-§-^: 

-f ^^^-S. ftol A>-g-£l^ j>_<£ g -fMMI* ^V-g-*m «1**H -3X^1 *1« 

^•a^Ksolid lipid nanoparticle) , ^ ^ J%«|7> ^f-^<H Si^. 3 

S.#, M-ic^r. ^ 7l^£ tq.^>7fl 7fl^sq 

7]^ «>%o.s t^^s ^sgsqji OT. 

3# ^M©1 CpJ:^. ^a.^ ^-Xflofl ^ JL^<£ 

SMI -fr^^s-a -fr-fr^l *i*fl*H *1^©1 €• *J-#*Wt}. 

<25> ^^ol ^x&6%*\ -a Bfl A]^5)J1 Taxol®^: ^#^^€<^1 *fl^ \*-M°l7l 

*fl^| ^<*}# ^A>^j) nfl %o) X)2\S\3L . 

o}^ Ji^^H in-line filter* ^-§- ^> 

5ftth atb ^\*\) €*M: ^ H A>-g-S)c^^^ pvc ©J 

^(infusion bag)^r 7Vdb*l]«- -g-^l^^-S.^ ©1*H tfltt ^t!: 
\fca <&t\.. SEtb, ^Mfe ^aflS. A>-g-s]^^^ EL^r «r*Hl 

tfl^V s^Sbfr, :M^£, ^7l^, 5l%<& ^-o) 3. «a^.7l^ 

"£3^ Sa^-. *M^i, ^4 ^S*fM ©>^4 ojsfl 

°fl tfltt tt^* ^*>7l flalH ^ soil tfltt ^1 ^-^ ^l^ll^^V 
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3C6fl §7fl-S}fe P-^^ (P-Glycoprotein)5l ^(efflux effect)^ ^= 

Afl3E. vflS. ^ 3^3*1 ^t^-fe ^o] 3. Jg-afl^ 0.3. ^*fl^ 
t&.P-^«?^ "3*11*117} ^ JLjLSH Slfi.* 3 !, 4l-2\Kcinchonin)^§- «1.*«H Ca 2+ 
^ ^WlSl tifle1-s|- 1 i(verapamil)4 ^l^^Bl^tdihydropyridines, ofl^tfl, ^sll^ 
^(nifedipine), q (nicardipine) , qH^iq^(nitrendipine)] , zKSL^ zJ^*ll 
°J HBll-^J^^lBr*l(trifluoroperazine), Uvai^^SlSl sfl^l^(reserpine), ^7} 

(Vinca alcaloid)°J ^He)^ (vincristine)^ ^Hre|-^€ 
(vinblastine), iBflS.ols.ci i S7 Ja^ i 3^*11 Si 6}nl4§ (amiodarone)^ 3\ 
M^l (quinidine), ^t^l^l ¥m-H^(quinacrine)4 ^(quinine), *W 
#S.^3L^ A(cyclosporine A), ^E}fSi£!l (staurosporine) ^ B}a.S.5l^-i 
(tacrolimus) ^1 flth p-^-^^ ^M^l 4-«^^€ 

MDR(Multidrug Resistance)^: *r «rfe 7}^-§- *HJL 

tr^-°-3., 4#^^-t^r # ti>o13.s.^ jLi (liver microsomal enzyme) ^^fl tflA}£| 
3Ur3l, 4#^l^-€^r CYP2C831- CYP3A4^1 £)Sfl AA 6- a H.^- ^ sj- 
#51^4 3' -/r-SlS-^Br^^^s. tflA>£)^ ^0.3. ^tr. <>H tflSfl a>o| 

tSiI?l Afe ^-#h^-€^ 6-a--&l=^4#el^^^^- ^ffl, IHMSl 

doxorubicin), «^lS.3LA>ol j= (etoposide, VP- 16) , a] if-B^Kci splat in) 
3' -i7--5l^Al4#e|^^ A^Aj^. ^tflsfca, UflBfBr^, e^a] Jffl(tamoxi f en)^r ^W*) 
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^ ^.^^ (Taxol<e>)olrf. o)i#6\)5L *1>?KM1 (US6391832 

Medical emulsion for lubrication and delivery of drugs; US6348491 0il-in-water 
emulsion for encapsulating paclitaxel), iE^ #^1 ^r^lTl^ $5.<>lJ=^ 
-M* ^^(pre-concentrate) $X^\- (US6267985 Clear oil-containing 

pharmaceutical compositions; US6294192 Triglyceride-free compositions and methods 
for improved delivery of hydrophobic therapeutic agents). , ^-^^^ ^-r- 

400 nm*IH ^%3E.« ^ 0.3 <>l*rS ^Hr *-^| 

(clear oil composition)^ ^i^^r^f. 
<28> ojfe. -M.^^ 3^2^-£<q 7 >-§-^-g- xg-f #^1 ^ # 

^Sj^iE 400 nm^^^l ^£7> 0.38 °l#(tfl7l| 1 - 4)*fl <>l=fe 3*4^ 

^, 71^ 7>-g-^-Al7l^ <g* r SEfe ^ 

^ (pre-concentrate)* ^#7l £|«H i&fc, 3^8 #£■ -SL*| 

3 S^r^- Q ^£3*1 ^q-, «-&^i5|SHE. ^Tp^ a7l 7> ^ P>o]aS.^t|oil c]sji 
#^«r <>1*^ ^^M: 3^*1 *W*r3L, #vfl<4M ^ # 

<29> Sr#Bl^-i: ^^7] ^ o] -ft- ^ 3J.q.i=. ^#^^4 s]^^ 

Sr#3^Ha o l ^^S)7l nfl^-ofl, 3H*M S^-$L5. M^SfS, 
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<30> ^oflA^ s)-t^M^ ^ *1. ^ 3.^*31^ 

(monoolein)l: ^>-§-*>^^. JE-i^^^l -g-*fls]*m, #32}- ^#^H 

-irefl^l fP3#(Cubic phase)^- ^r»^ *m<>l ^ajj-lg-^ u\-b\- $#4: *§-*3W. 

^ S^l-^- ^S^Cf. ^-f , 60 %7> °W 

7l#* 10 % ^7>«m, #21- ^^-C^S. ^ 

5~ 10 %$\ ## ^"frtb (amorphous)^ , °l^tb 2^ 

^<=>1 ^ ^W^^g. 2^#£r 7fl^€ *fl7> Stb, 

[Wo] o]-j7*} ^ 71 4^] 
<32> Aj. 7l ^- ^ ^ ^ A] ^ ^ ^ ^xfl ^ 7]^^ 4 

§-*ll^-§r «fl^>7l ^ ^^-S HLfe P-^*-M <3*ll 
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<33> 



<34> ^lS>7fl, tb £;^#BHl^ 6 l^(monoglyceride)3l 

^#2}- 7>*1 <>1#3 7]#(oil)# ^WBl^-ICpaclitaxel)^ ^flSE)^- 
3 ^-i 7>-g-5*-g- ^ n<q *fla=«<HH ^tb 

<35> a^b, ^g- tb 7}*1 JEi^sHl^H^l 3^#, tb 7>X| 7 1# 

^ ^ 7>^i -fi-sMl* -fM*Ml» a^-^b 

<36> o]§> ^-g. ^Afl-gj ^^tb^. 

<37> £ fj;^ ^#e)^-t^ 7>-g-3}~§- 2^#* *n^th}. 

<38> -#7l tb 7H J£ic#e| Afl^c] £. ^] sj-^ 4~90 

tb 7H 7l# 0.01-90 ^% ^ ^HM^M 0.01 - 20 

i^K^. ^-71 ^lfe a^#3 f^^M" 71^3. tb ^°14). 

<39> # 7 ] S^l:^ ^ 7>*| ol^-S] S^^Aflel-olH., ifr 7 >X] 7l# (oil) ^ 

(paclitaxe)4- #£:<*IM 3=fe 7>£-«H 4}°H *flS4gt}-. 
<40> ^. 7 i JSL^B^eHH.Tfl ^ Cio^^ 

tift* 1 7>*1 ©l<frfr A>-8-*Hr %o) y}^-s}rK a. 

M"*5>1 3-^5)1^1 (Monoolein), S.i^£*ll-3l<?} 
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(Monopalmitolein), Si^ls^^l^Monomyristolein), JEi^TilH^(Monoelaidin) , 
S-^ol^olAl(Monoerucin) 3Efe SE^ 7l#^ B^m^^lS.^.^ # 

^€ H^r^eMH.^ a>-§-^; ^ £UL^, sit} w>^^-7ll^ 3.^5)1^ 

<42> H3l^W3- 6 l=-3.fe Xs* SE^ C 2 -C 2 o^1 2.^#elAfle1-ois.^ s}-^- 

(triacetin), mej^-B)^ (tributyrin) , Se1^>=S.*l (tricaproin) , 3=*M?>H€€ 
(tricaprylin), (tricaprin), SEfe Hel-ir^Sl (triolein) ^1 =r 

<43> >y-7l ^.^S.^ El^o^s., A^.^^- ^^l*] 7l# (iodized poppy seed 

oil), oflE]_2_# (ethiodol) Sfe &-SL!=L& tfl^-fr (iodized soybean oil) 

<44> ^71 7l#0.^i %-7) ^-fr, ^JL-fr, <8^|Hl*] 7l#, ^^7l# 

<45> ^-71 7l#JL3.>H i^-^ ^1 ^>-g-€ ^ ^14. 

<46> Hth ^7l *^1H tH-S}aj 5 o]^ 7^ ^7> 
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oHlBflolH |7}f *r 3=tr, Afl^ifl £ 

^^7l7l $1*M *lHHh ^1^^ 5E^r ^s^r -fr 

< 47 > ^-71 \+-8-^SJ=#3>1 4* ^^M, P-^ a -M 3*ll*f| tbtfl^ffl^O 

<48> Ol Hfl, ^-^lSAi S-^ia^, Al^ej-^, 7>2i#5l-^ , ^Hr^H 

(BCNU), ^Wr*!, ^£iA>e>lH., (5-FU) ^Sl^HI -fr£.*H %-°] 

€ *r 5a^. #71 -fr£*|3>1 sxi^-a, ^-iisW 

-§- € ^ sa^h 

<49> J£ 7 ) p-xg-^^ ^^l^S.A-1 ^OS\i(cinchonin), ^ t£f^ ^J" 

*H, "&^5°lH.(Vinca alcaloid) ,. ^ *fl , ^BflS-OlS., ^-Jim^l, =tt*l, 

S^r ^«J*II*« ^1 A}-g- ^ ^ ^cf. -S-71 *fl)t ^iMSLA-l HflSWS 

(verapamil), ^1=1 ^(nifedipine) , M ^ ^(nicardipine) , ^B^^ 
(nitrendipine)^ £fe ^l:!=S^3^(dihydropyridines) ^1 *B- € ^ SX 1 ^. #7l 
2h£#^ H2l#^S3flel-?l(trifluoroperazine) ¥°1 € ^ # 

71 ^ ell^m(reserpine) ^1 « ^ 5£t].. ^7) Q?} ^5.^1 = 3. 

*\ ^3.3 ^(vincristine), ^-ir^H (vinblastine) ^l a>-8- € *r # 

71 itflS-OlS.^ E£7|^^ ^-Ol A>-g- ^ #71 *H«-3*JM1S.A-1 

^(amiodarone), 3^ ^u)^(quinidine) ^l € Sl 1 ^. #7l ^MS.*! ^uj- 

a^(quinacrine), 3Lfe ^(quinine) ^1 € ^ #7l fc^^S*! a> 
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^^-f S-^3L^i(staurosporine) , 2.^ ef|a3.s| *\ ^(tacrol imus) 

*\+ € ^ Sfttj.. 

<so> #7l ?> tflA> ^tfl^S-A^ aH^s.^^ A, ^^-wl^l (doxorubicin), 
= (etoposide, VP-16) 2.^ Al^s.^(cisplatin)3f ^ ^^], ^^sj-^ 
(verapamil), 2fe ^JSLaI^ (tamoxifen) ^>-g- € Si 1 ^. 

fP*>. ^ *M ^ #°<^ ^ ^ ^ ^H^l 7H?*M, ^ ^7} 7># ti> 
<52> ^-71 7}-%-^ *flS^£r 

<53> l) # tfl«H 4 ifl^l 90 7 r *| o]>£cq 5.^3 ^^je. 

3] 3W§-1t 0.01 vfl^l 90 7>X] 7l#3i)- ^ 50 *C °]is\-3. 7}^}^ 

#^ #31 (#31 1); ^ 

<54> 2) #71 #31 151 7>-8-^-8- S^#^r 0.01 ^*1 20 ^-#51^-^4 

5"^^ *l2^Hr #31 (#31 2)3. ol^^rf. 
<55> #7l 2 ^ ^ -4^ ^, 50 TC .grJES. 7>^«rH ^uj- 
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<57> i) ^^-^ ^ ^6\] cfl^, 4^1 90 % 7}*} °}^°] S.bz.^^o] 

H.7fl ^ 0.01 ^fl*1 90 ^ 7}^1 o^eq 7 ]=. o,01 ifl^l 20 4# 

b1 ^-€4 #31 i); ^ 

<58> 2) #71 #31 1^ ^#^4 ^1 ^<*| -g-<|^ ^S^Kr #31 (# 

31 2)3. ol^-o^^l^. 

<59> # 7 ) ^} 2 <q ^ ^ & 50 r <^i*>^ f£s 7>^h ^^M-a* 

<60> ^-71 ^Altb »lS^«^r 4#^^-€^ 7>-g-S|~§- S^l"* *l]SS}7l ^ «4|^>H , 

<6i> stb, *^^r -B-sl-^l* 4#em-I^ 7>-g-^»§- afl^t}. 

<62> 7}*| o^o} S-ScSSH^Ms.*! 3^-§- 4~90 

^8=%, tb 7H 7l# 0.01-90 tb 7\A -fi-^-XI 0.01-90 ^% 

4#&]i^i o.oi ~ 20 ^%s. o]^6\^(^ t ^7} a^l- # 71^as 

<63> # 7 1 2:^1-8: 3b 7>^1 S.«3j X|iSH e f ^ 7>^1 7l#, tb 7>*1 

<64> SJc©sW^M2.*| JTOM>j i^b 3^ Cio-C22^1 2-^#34^ 

olS.^| «§^H 1 7 >*| 4£ti|«M *>-8-*Hir *W «}^^. ^ W£ 

(Monopalmi tolein) , 2.2^*1 e) °l(Monomyr istolein) , 3.±<£ 31 °) # (Monoelaidin) , 
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2.^01^.0] a] (Monoeruc in) ^ S^r 7l#^ He) ^r"^ 

<66> ^-71 Bb1#^1sM3=5.a1 l-3L^-€ C 2 -C 20 ^l 2-^#&l>Hl^ 0 l^^l sj-^ 

Bel^VHS.^, B5]?}H1^, S^r Bel #31 Si ^°1 Af-g-^ ^ 

aw. 

<67> ^-71 £l£.SJB(- i«^S.Ai elBj-ol^, ^W]^ 7l#, ^B]^.# SE^ 

<68> <^Aj 7l#^.S.A-1 ^-7l#, ^-fr, ^^Wl ^f-, *3^|7l# 

J£fe ^-7l# *©1 A>-g-^ ^ $arf. 

<69> 711-O.SAi ^<£i& SL^r ^O] AV-g-^ ^ fltj-. 

<7o> ^7i -fi-^is.Ai <a*m, *<>1^ *W *^a^i. 

Tll^ SEfe (bile acid) ^ *>-g-*Hr *>cf . 

<7i> #7] <&x}^g.^ i^sj-Hl^#^l (Phosphatidyl Choline) -fr^l, SE^^N 1 !! 6 ^ 
^o} 1 ?! (Phosphatidyl ethanolamine) -rr£*H, 5.^^^^^ (Phosphatidyl serine) -fr 
S.n], SE^ €^ -H£-*r7} *13 (polymeric lipid) ^f-°l a}-^ ^ 
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<72> ^7} w]ol^ 7^ %^*H3.^r (Poloxamer; Pluronicl fc^AWM- 

#B)JM*3.€« <^^S (Sorbifan esters; Span), #Bl^*H^l 

^#^1^ (polyoxyethylene sorbitans; Tween), 2.^ l-^^Hlll^ d \}^}^ (polyoxy 
ehtylene ethers; Brij) ^1 #4. 

<73> J$7] 31^ %^*fl3.^r ^^Hl^Afl^ S^s)-^^ 

(Phosphatidic acid) 2.^- S.tf|^3 >gs|lol;e (sodium dodecyl sulfate; °l^r 

<74> ^-71 <8*1^ %^*flSfe 1,2-401^-511^-3-^^^^^.3.^^. ESt 

(l,2-dioleyl-3-trimethyl ammonium propane; <^V 'DOTAP'olH}- 9=31 HO, 4 6 1 
^-4^1 ^^-su)^- #S.s)-ol^. (dimethyldioctadecylammonium chloride; <=>l*r 'DDAB'Bf 
^^0, N-[l-(l,2-4ol^-^^4Al)H.S.^]-N,N,N-BSl^im , a-S.q-g- ^eM^ 
(N-[l-(l,2-dioleyloxy)propyl]-N,N,N-trimethylammonium chloride; «l*r 'DOIMA'Bf ^= 
4)110, 1,2-tq-ol^-^l ^-3-«>ll ^5Li3L#^i (l,2-dioleyl-3-ethylphosphocholine; ^l^V 
•DOEPC'^ ^HJ^IO, SE.^- 3p-[N-[(N',N , -t^-oli 3 il^o>Pl2 t )<5fl^ : ]7>H>S.^]#^iBl]l- (3 
P-[N-[(N' ,N'-dimethylamino)ethan)carbamoyl]chloresterol; °1«> 'DC-€hol ' ^ 

<75> ^"71 tft>±£fe (cholic acid), ^ oj -frS.*(l, 

(Deoxycholic acid), <3 2.^- ^ -fKESfl , &|£#^^V (Lithocholic acid), n. 

°) zisl -fi-;E*(), ^i^-^ (Chenocholic acid), ^ °J 2^ -fi-S. 
*ft ^] 5£4. 
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<76> atb, #7] 2^"§-8r 71 El- ^7>^1* # ^fH| tfl«M 5 ^% <^1*>S. ^ 

<£ia#, #sl^ SEfe 3.3|.s.3E.<H ^7H tr-frt!: 5H.fi.*! , ^ H3"*l* ^«fl 

JLasfll- 6H13HB *§~Sr ^ 91SLV], ^=lz\^4,2\ M}£. ^ 

^^1^171 $1«H *l"«Kh *11KM ^l^iEfls SEfe *|«<M>2l ^S-ir -R-S.*fl ^ 

* ^His. tg-o--^. ^ &r)-. at!-, 44 ^7>^^.S. 3L 

W ^ 5&4. 

<77> ^-71 4#3.*1 4* ^#*H, P-^^^ ^*M1, Sfe #tflA}*|lfM ^-o] 

^ 5H4. 

<78> ol^, ^71 4€r ^^1S>H ^Ml^-til>i!, Al^i^, 5^iL#4€ , 

(BCNU) , 444*1, ^£.XA>ols., #^--2.3.-^51-^ (5-FU) HL^ 4#Bl4€ -fr^^l ^1 
€ ^ S&4- -*7l 4#5l^-^ -fr£*H3>1 51*14€, 4^3 <H ^c] a> 

-§- € ^ 544. 

<79> jfr 7 ] p-t^-^^ ^^l^lS.Ai 4liS\i(cinchonin), ^ *1«M, ^5.^ ^ 

*ll, S14 ^S.ol = (Vinca alcaloid), IHMJ^I*, i^SolS., ^JH^^l , ^Ml , 
£^ f-ol A}-g- « ^ flt|.. #7) tQrir *m ^44^ 

(verapamil), M^jfl (nifedipine), M ^^(nicardipine) , Sfe ^H^l^ 
(nitrendipine)^ ^ cl^l ^^^^(dihydropyri dines) ^1 4-£- € t &4. -SM 
^2.1-^ ^^lS-Ai HBll-f-^.S.^|el-^l(trifluoroperazine) ^°1 4-§- € 55314. # 
71 % jI^^IS.a-1 ^Afl3fl(reserpine) 4-§- € *r $14. #7l ifi?} ^S«>1=S 
Ai ^laej ^(vincristine), SEfe- ^ll:4^€(vinblastine) ^°1 4-8- ^ ^ 5£t}. Aj- 
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^(amiodarone), J££r ^^(quinidine) € *r $XA. ^^Ml^i ^ 

S^(quinacrine), S£^ ?l#(quinine) A>-g- ^ ^ ^rf. #7l #<3^Wm^ A> 

o]^s.^3E.^«. i ^B|-^-S.^5L^(staurosporine) , S^r BflaS-Sl^i(tacrolimus) 
A>-g- ^ ^ 

<80> ^-71 tflA> 7S)«fl;fl3>1 a>c>1 §5.^3.31 A, ^-f-Wl 41 (doxorubicin), <*I]S.3LAH 
J=(etoposide, VP-16) BL~ X\ (c i splat in) ^ *&<&A, *H*Wi 

(verapamil), b^SL^M (tamoxifen) *[-%r € *r SX^. 

<8i> ^- ^x%6\] ^ -fr^ll- 3.lg-tr ^^nHS^ 2^1-8: ^1- ^ *)13H 

3*1 ^-c^ HLfe ^<#^ ^M^r ^ 7}^SH. ^ ^7} 7> 

<82> ^-71 -frSMl* ^-B-^>fe 7>-g-^|-S- 2/S#3 ^2:^^: 

<83> 1) # ^^ofl tfl^H 4 90 f^%2} 7>*| 2.in-l-^Afl^ol = 

7fl 0.01 tfl^l 90 7>*H#^ 7l#* 0.01 ^*1 90 tr ?\A 

6\s$d\ Jfc^SH- ^ 50 TC ol^VS. 7>^§>^ 3^*1 -g-SflA]^ ^^|» #JE.fe # 

31 (#31 i); ^ 

<84> 2) #7l #31 1^1 ^ ^11- 0.01 ^*1 20 ^m>2\ Sr#sl^"i^r # 
■i- *flSi!>Rr #31 (#31 2)« 5L^*H 01^01^14. 
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<85> #7] *i|2 ^-§- ^ <^3>i €^*>^, 2.^#5l^le}ol^.^l 3^#^- 7} 

f- ^ -fMMI^ ^1 50 "C oi^s 7>^H -g-*fW5«H <£ol*i 3^ <aj*H 

sH^lM^ ^7>tb 5— 50 "C o^S. 7>^H 3 - 5 ^ 

7)H^*H 5^ ^ 2^#-i- *)12^Vt}. 
<86> ^7] -f*-3MH» ^■Sm 7>-§-S*~g- 2^#^ S ^ ^lSU-^^S: 

<87> i) cfl^-^ 0.01 90 ^ 7>^1 7l#-i: 0.01 

*1 -8-*H*l?H 4#^^£ ^rs.fe ^741 (#31 1); ^ 

<88> 2) ^-71 ^7^1 1^ D^BJBHi -§-^^r 0.01 xfl*| 90 ^*8=ft^ tb 7>xl -frSj-afl 
g 4 vfl^l 90 7>*1 s.^hI^I^IS.^I 
*H2*Kr #31 (#7fl 2)« 3£^H 

<89> #71 ^Altt ^I2:^#^r -ft-JMI* ^7>^ ^M^M^ 7>-g-^--g- *ll2: 

oo> ^ s±m^*g.£\ 7>-g-^~g- 2^1-a: ^-s^H s.^*^ ^ S^^l ^ ^ 

# ^ ^Bfl (gel type)^ #Ji# (semi-solid form)°-3. ^fl^H , tt-S- ^ 

^ €33*1 ^>H^ 2^ A^o] # 

^ # £ - ^-g-oflofl ^-AVAl^m, 400 nm <y7}s. , *m°l 34*H3E. 

^V«*HH <g°:B-S. aW^^Hl* Jl^t^^-S. 7>-g-^-Al7l^- 2^ °1^ 
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. JE^r, 3^«-£ 400 run <*IH^ ^£7} 1 4°fl 3.71 7> 

tiling €■ 

<91> ^, S^#^r M-ic A}o]^ p]Afltt °d7>S. 7]# 2^8 # 

«7> o}^ €-(^r ^ nm vfl*l ^ jan) ^7}S. ^r^^Sl, #712; ^^M" ^ 

S>*1 o^^, Rifled ^ ufl, ^-vfl ^^^ol ^*}uL ^ ^S. ^ 

tfl^> 4^ ^o] sj-#^^-to] 4£ ifls ^€ ^ s^l-oi^. 

<92> ol§> t£t$^. ^X\^)6\] JfrjtytH 

<93> *>7l -^6^ ^A]^ ^ ^ > ^^.ol §>7l 

<94> A}-g-^ <£^-g.ofl £t}. 

<95> Plate Well Coating Buffer: 50 mM Sodium Phosphate, 0.15 M NaCl and 0.02% sodium 
azide, pH 7.0 (PBS) 

<9 6> Plate Well Blocking Buffer: PBS containing 1% (w/v) Bovine Serum Albumin (BSA) 
Sample Diluting Buffer: PBS containing 0.25% (w/v) BSA, 0.05% (v/v) Tween-20, 20% 
(v/v) Methanol and 0.02% sodium azide (PBSTM). 

Antibody Diluting Buffer: PBS containing 0.25% (w/v) BSA, 0.05% (v/v) Tween-20 and 
0.02% sodium azide (PBST). 
<99> Wash Buffer: 50 mM Tris HC1, pH 7.0, 0.15 M NaCl, containing 0.05% (v/v) Tween 20 
and 0.02% sodium azide (TBST). 
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<ioo> Enzyme Substrate Buffer: 25 mM Tris, pH 9.5, 0.15 M NaCl containing 5 mM MgC12 and 



0.02% (w/v) sodium azide. 



<101> 



<*1*H 1> 



<102> 



<103> 



(1) Sr#el^-€^ 7}-§-5|~g- S*J#^ XlS 



<104> i g 4 H^?rH€^ 0.5 g^r ^ ^ Of 40 tS. 7>1*H 

*\ 4H3-8-^ (oily solution)^- *H&ft$L**. ^^ofl 15 mg^ ^#31^^ 

<105> ( 2 ) 7}-%-^-%- S-Aj ^A} 

<i06> 3 ^bfl Aj- 7l oflAj: ^ 2 jm£# 7}tr * ^ «-9:S|* *flS 

tb * 3.71 $ (p 0 lydispersity)» ^*r5ftt^-. £ <3*><q H7l 

^^^r ^AM*] (Malvern Zetasizer)» ^tli (Photon 

Correlation spectroscopy; QELS^)-£-3. ^8*r5&^ 3 s\ % 

nP-SrSa^l, ^rte (polydispersity)^ S^r 37l^ ^^^1 ^SSlsL <&B}*1 3 
# S.ZL-^Tfl'lH*^ ^a> u^i^r} (Orr, Encyclopedia of 

emulsion technology, 1, 369-404, 1985). *>7]^ ^a] ofloflA^s. 3.7} ^ -g- 

<107> Aj-7l S^#^r ^^Mfe ti>ul^, ^ ^Al Jl^ ^MM" 40 *C °UHH 

^a>o.s. ^fl^tK s=^ WtM^-SMH .^3*1 ^5*^ 

2:^#^r «&^*r£th #7] ^JL 10 3=. vortex^ ^ 
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5 3.7] 1230 nm vfl<q<q l^tt °l^Sa4. 400 nm<HM ff£7} 

^ ^ 24Al#oi ^sq-sHS. pacltiaxel^ ^^l^-SHM 
<ios> <^UH 2> 

<109> S^Wl^ ^^-ofl u^L ^#^^-4^ 7>-§-3*-g- *f|2: 2 

<no> S.^sflo] i g jq. He)^>=m^ 0.5 gi ^ ^ 40 VS. 7>^*H 

*1 3^ -fM§**l (oily solution)^: ^l^VSt^. -M-fr^H 30 mg^ sj-#B}i§M^: 

4hfr«Wfe to^, €^"H- 40 °c ol#<*lMfe 

4. 2^ W^l^-iMH S^#^r ^Sr3 & 

°1 M^SS^.^l 2:^#^r l-<*fl ^JL 10 ^ ^ l-^i^ ^ 3.71 2080 nm 
ifl^Sl £^311- Q W9XA. *4 24Al^Vol ^j^^s. pacltiaxel^ ^#<>1 

<"2> 1] 



W W7| ft) I gggTRjg |^R~| 













66 


33 


1 


1230 (0.200) 


1 


65 


33 


2 


2080 (1.000) 


2 



<ii3> <-M*H 3> 

<U4> -f}-3MI» $7}t& 3^5} 7 >^-g- 1 
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<115> 2.^^|^1 1 g, He]7l-H.€€ 0.5 g4 tween 80 0.3 g* ^ 9f 40 ICS. 7>1 

^ 4}o^ 3^<*| -fHS-g-cn (oily solution)^ -fr^-g-^l 18 mg 

€-ofl ^AVS]^ZL ^5 600 nm ^5$^. ^ 24*13: 

o] pacltiaxel^ «W»13<iHH &%^\*] »5*^ ^r-M^r ^ 

40 TC °l#<Mfe ^SLS, 
<116> ^-^l^ 4> 

<117> 2:^131^ ^SH ^7>^r 7}-%-^-%- ^IS 2 

<H8> 1 g, H^^VH€^1 1 g4 tween 80 0.4 -fr^-g-^ 10 mg^ 4€"^ 

JL H7l« ^ 2:^#^r #ofl ^ ^r^S^ 3.7^ 530 nmS^. 

24Al#°l ^3q-*Hs. pacltiaxel^ %&o] ^^Pl^^ofl^ ^s)*] 

<ii9> ^-71 35+ -S*H 4^ ^41- ^a^8#^ ^ ^ frSt^sa* 

«g7>>a.7i ^ *>7l 5. 2^)1 q-Bi-ifl^cf. 

<120> 2] 







1 


<U*|-M7| (nm) | 


4M<i \ 






Hfl. 80 








55 


28 


16 


. 1 


600 (0.200) 


3 


41.5 


41.5 


16.6 


0.4 


530 (1.000) 


4 
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<121> 



<wi5i«m i> 



<122> S_Qo] %7}S\X) ®& -fHMI* ^7>tb *|-*3*HM 7}*JH *fl3E: 1 

<123> S.^Bll<a 1 g4 tween 80 0.2 -fH3-8-«W 12 mg^ ^Bl^Hl* ^7>tb 3J^r 

£4 1-^1 £ ^S]^^ <94 3.7lfe 700 nm 534. ^4 ^ 

<124> <«1 JE<^1 2> 

<125> ^7>El^l ^ -frSMI* ^7>^r 4#^^"€^ 7>-g-^-§- 3^8*3 2 

<126> S.2t-M$l igtf l-JpsH F-68(pluronic F-68) 0.24 g^ 12.4 mg^l 

^lS^JL ^t} 371 » ^4 S^#^r *<*l| ^S)^^ S7lfe 640 nm 

<i27> <al5l^| 3> 

<128> %7}£\X) -fMMI* ^7>^r 4#^^-i^ 7>-g-^-§- *)1 



<129> e^ ? }h|^ i g> twee n 80 0.2 ^-g-oflofl i2 mg^l s^el^^r ^7}^ ^ 
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44 S^S-fr #<4| ^ ^^1^^ <g*r 3.71 560 nm^ 1 ^. ^^^r 

$M tf^rS-^ ^€3*1 
<130> <^A]djJ 5> 

<131> £<|3£| IgsH ^7}^- 4#^^"t^ 7>-g-^»g- ^ 1 

<132> s^-g^o) ! g( H b}j=Li=^ o.5 g4 tween 80 0.3 -fH§-§- 6 ->H 18 mg^ 

JL °a^> 3711- 44 S^lr^r #<*fl 4 *4tS|5a^ 37l^ 950 nm$^. 

£-*r ^ 24*]?>°1 pacltiaxel^ %£o] ^^&*14^H ®Sk2-*\ 

# **b«h. 40 °c ai^HHfe ^^s. 

<133> <^A]o^) 6> 

<134> SL<£4) fcSH 4^. -B-SMI-I- |7}tt 4#3^€3 7>-§-^-g- *J|2= 2 

<135> 2.^-1:31 £1 1 g, Els^l^s. (Lipiodol Ultra-fluid, Laboratoire Guerbet, 

France, J3~2.i= fl-*: 38 #^%) 0.5 g4 tween 80 0.3 g^l -fH9-8-*H 18 mg^ 4M 

JL 3.71 » 44 S^#^r #4) 4 Sr^sl&oj^ 37lfe 680 nm^4. 

£~£r 24Al?>ol ^4*H£ pacltiaxel^ %&°) 

<136> <^*H 7> 
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<137> . slQQ uHg. -fr^Ml* ^7>tr s^el^M 7>-g-3HJ- *fl2: 3 



0.3 g£) -fh3-g-«W 18 mg^ ^tq^-M: ^7>^r 3* *ll^*r^r 15^ ^-^^ 

Sj^o.^ ^7.} H7l^ 598 nm£th * 24*m°l ^-S^l^i^ ^^1^1 

^^"l^^Hl*! ^#3*1 ^r^m §M ^^V^. #71 2^-§-g: 

<i39> <>^Ai<m 8> 

<140> iL^^l tasH] -B-^l# ^7>^r ^-#21^-^^ 7>-i-^-§- *ll2i 4 

<i4i> J2.i^^-S|ltl 1 g, ^3^#| 7l#(saf flower seed oil, Sigma Chemical Company) 0.5 g 
4 tween 80 0.3 g^l -B-^-g-<*Ml 18 mg^l ^-#5l^-« ^7\% ^ 

14 ^ 0 i& ^<L5L ^ -g-^^- ^12:^ JL <3*> a7l» ^4 S^l-^r 

-frofl ^ °J^> 371^ 1040 nm5$4. £-*V ^ 24^1^1 ^4*V^5. 4#5l^- 

€4 ^3l 0 l ^^l^'iHM ^r^l^ #^sl &<>1 ^^cl-. 

71 ^-8r*lH^ w}^, H^Al 40 t: ^1^1^^ 

^71)^:4. 

<142> ^-71 <M*H 5 vflXj ^AHl 8^1 A ^%$\ ^ 

nfl^ S37>H7l ^ -5>7l a 3^1 u^iA^t}. 



<138> 



ai^^r^l^l 1 g, ^-f-^^r (squalane, Sigma Chemical Company) 0.5 g4 tween 80 
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<143> is. 3] 





^^haL7| (.nm; 


4AM 




950 (0.661) 


5 


«l»|.fi.# 


680 (1.000) 


6 




597 (0.550) 


7 


W*|7|-§- 


1040 (0.497) 


8 


*5Lt*e)|°l:7|#:j=4l 80: WM«Ml= 55:28:16:1 (^|«|) | 



<144> <^*H 9> 

<U5> W fc*MI 4* -M-*0* ^7>tb ^-#el^€^ 7>-g-s*-§- 

aflS 1 

<146> S-ic-irBfl^] 1 g, H^7>H^ 0.5 g*f tween 80 0.3 38 mg^ 4f 

--^^■€4- *7>^b.^« ^flfcJLfe ^HU4 *^.4LS. S^lr ^ *flS 

nm 514. * 24*1 &°) %^°\S. ^tM^^HH 

<147> <^^H 10> 

<148> ^ej^-^Sl ^ T^SHI -B-^l* ^7>^r 3q-#^^^ 7>-g-^-g- 

2 

<149> H.i-^.gdol ! g> H^^VH^^l 0.5 g^ tween 80 0.3 g^ -fM3-g-^W 54 mg^ 

^7>tb ^^Sr -i^Hl 14 ^^.S 2^3 -§- ^ aflS 

«VoL ^ EL7)-Wt ^*>^rf <J4 S^#^r #<*f| # *^T^|Sft^ 3.7]^ 1630 

nm £4- *<i * 24*1 *H ^o^H^S. ^e^-^ :&^p13>HM 
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*1 £"M*r <£^*\%^. S&«: 2:^#^r ^Alofl 1 A] a] 

<150> ^-71 QSt\- ^AHl 10^ #3 ^ ^ #ofl ^A]^ 
<151> 4] 



5Li-§-5i|<y 




H€ 80 








55 


27 


16 


2 


1450 (1.000) 


9 


54 


27 


16 


3 


1630 (1.000) 


10 



<152> <^A]ofl 11> 

<153> -fi-^l^ igSH ^WW** ^7>^; 5^-#e)^-^ 7V-g-^»§- atW^- ^2: 1 

<154> H€ 80 tflAlofl F-68 (BASFA»# A>-§-1ft ^ ^}^}JL^ aJa^ 34 ^ 

#^ € «-&S|5a^ 3.71^ 420 nm (^K£ 0.284) ^ 24Al^>o] ^ 

«HS. ^^l^-SMH #5*-^ ^^1^ 

<155> <<gX|«t 12> 

<156> S^^-fi^ 7>-g-^-g- 7/2 VIVO €^ 1 

<157> #71 AJaH loflA-i ^IStb ^#^€3 7H-SH- SAj#O.S. ^#^^^T ^^HH^h 

<158> 0 4f2lM 'ShP^M'M 
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<159> 



sH-Bl^-I 1 mg^r i^rtr 100 fd^r Balb/C mouse (6~7^, female)* 4 



*l*r ^A)tQ. * ^^1 (gastric sonde)S. ^^r. «1SLS°.3>1 

Bristol-Myers Squibb Taxol® 167 fd% 0.5 ml^ **M5q (3*#3^"€7l^ 

lmgl *fl#) ^ ^°-£. *r5a^ 3£ ^ «lSL*£-S. «lSI<m 3<*H 

« a-ic-ir^o] ^7>£)*l ^ J^M^Hl* 1 mg-i: ^-frtr Sej^^^/Tween 80 *1 
MJ-M 100 ^ *>^^. ^# *M * 1. 2, 3, 4, ^<3fl# *fl 

cieo> Bristol-Myers Squibb ^ Taxol®^: Balb/C *>4-^ (6-7^^, 

maleH ^^Kb * 4 7}xl<>i ^ Sr#^^"€ ^5L» ^r^VSI^. Taxol® 0.1 
ml» 5.9 ml^ #ofl &*YX\?] ^ o.l ml* (4#^l^7l^ 10 /rf «fl^) 4 ^ 
^1^1 Balb/C *H-^ 3151 €^ *M (bolus injection) *rSM. <W 

^ * 0.5, 1, 2, 4, ^*r5a^. 

<i6i> (g) ^ 4#ejH}-^ ^ ZL Sflifl cflA>A>#^ ^ (ELISA ^) 

<162> ^ *HK|fHL ^ =l tfl^HOrM Hawaii Biotech ^ Anti-taxane 

monoclonal kit (5.^ 8A10)* *V8-*H ^^r&^r. CYP2C84 CYP3A4^1 

cq«fl z^-zf 6- a -*| s^b} ^-^4 3 - tflA}£)^ ^o.s. 

33 At*. °a^> tflA>AV#^. tiJ**H t*<9^ ^#3^13 tflAK>!-oi 
^*flSH, Anti-taxane monoclonal kitfe- taxane ring^- 7>*|jL *fl*K!:# ^ 

"SHEKELS. J^tB]^^ # ^ Si^- 

(Grothaus, G.P. , Bignami , G.S., O'Malley, S., Harada, K.E., Byrnes, J.B., Waller, 
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D.F., Raybould, T.J.G. , Mcguire, M.T. and Alvaro, B. , Taxane-specif ic monoclonal 
antibodies: measurement of taxol, baccatin III, and "total taxanes' in Taxus 
brevifolia extracts by enzyme immunoassay. J. Nat. Prod. 58, pp. 1003-1014, 1995). 
<163> ^isljLT}. ^ ^oa aIs* 4^ ^S. JH*M ^l^^r. 

^ tr-rr 1r€(Taxol-protein coating antigen, blue label)^- Ii^l°lH t^3J] 
(PBS)^-S. lOOtifl 3H«H 96-€ §3|°lB^ A € ^ 100 fd ^ ^. ^ 1 

^i^H^r^. #sllolB« TBSTS. 4*1 ^ 1% ^^1* PBS 

5. 1 Al^> ^.o> ^s^^^cf. t±X\ TBSTS. 4*1 4l^tt ^, <S^f sl^^m ^a* -1 
^ 50 ^ Ifi^S^ S.^ HBC (HBC Taxol Standard, RED label )•&• 

PBSTS. JH*H zj- ^ ^- 50 ^ "49X^. PBST 4.5 ml^ anti_taxan rabbit 
AMgreen label) 50 pJL% ^ ^-g-^^r ^ € ^ 50 ^ ^#SM. €* 

TBSTS. 4*1 Afla^ o]^ ^# PBST^I 1000*11 sl^-sH € ^ 100 ^al 1 *1 
tlWol-a^rS!!^. ^1 TBSTS. 4»i Afl^tr ^ serial 1 mg/ml^ pNPP -§-^zt € ^ 
200 ^ ^7>*V^cf. 1*1 # -tf^oJH ^, ELISA ^7l* ^-g-^-^ 414 

nm^l^i S^E* 690 nm^Ai^ ^4 ^^A. 

<164> ® s^HMS^ 7 r -g-5*-§- ^^MH ^^^4 

<165> 3^f-<^ Al^Vofl ^ ^ £ lofl ^ Jf- 

<^ (Bolus injection) ^^^H ^3H-g-^g: 100 %S. * r 53^: A^^QQ 



<166> 


<W*W-tHfr (Bioavailability, *) = 


AUC ora , 


X 


DUSE iv 


x 100 






AUC iv 




D0SE ora i 
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<167> Sf\ AUCoral ^ AUC iv ^r 44 * ^ ^ 4^ ^ 6 1^ . 

D0SE iv £ D0SE ora i^r g 3*1^444 4#34^ 4#3^Hi4 

7>-g-^-g- 3^€~&- ^^-^-t 3^44 B]5Zr>\d) ^ 19.5 %SL 4 

4#4. 



<i69> 4M-34-I4 7>-g-^-g- 2^-§-<q 7/2 wVo ^t^M 2 

<170> ^71 124 ^ ^^S. #7l ^Al<^l 2*1H -R-sMl» 4# 

el ^*£2\ 7>-g-^-g- 50 id 1 mg/mouse)» Balb/c moused 

t^t}. ti]s^o.s.^ 3^4^: ^ (4#34€ 10 #g/mouse)# 4-§-4£4. 
jf. a];^ 4i ^ 4f2l^ ^ tflA>AV#^ ^ ^^.g. EL ISA ^AS. 

^ ah i2sq ^44 «1h4^ s. 2<i4 iL<^4. -frSMI* 5Lf"tr 4#34€4 7>-g-2j- 
-§- SAjl-i- ^^"S ^-f 3^44 wls^ 4 9.5 ±5 «s. 44# 

4. 

<171> <^A"|ofl 14> 

<172> -ft-s^l-i- 3E.^tr 4#34€4 7>-§-3*-g- SAj#4 i n vivo 4^3 

<i?3> ^7} ^aH 124 ^ ^"71 °fl 3t g, io <>\}*\ y$2& -fr4*H# 

$ s^e^'M 7H-4* (4#^4't 1 mg/raouse)* Balb/c 4-^^^ ^^M 1 - 

<34$i4. Bristol-Myers Squibb 44 Taxol®# SriW^ 

tr (4#43-S. l mg/4-f^)4 ll<*1)4 4-g-tb ^^r4tr 5- (4#34-t 10 



<168> 



<^aH1 13> 
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# ^JE.^» ELISA ^^.S £. 2^ jjio^rf. ^ 12°fl^ 

^^^a>5^ ^3H-g-^8: 100 % 3. f^JL Tfl^tb ^^a] 3. 5 

^Z}^. -H-^-^l* a^-^r ^WM^-t^ 7>-g-^»g- a^** ^t^M* ^-f 3^ 
^a>^ n];5L*H ^=10-30 ft£ M-B|-!dch. ^ Taxol®* ^^f^ 3 

■f 1.7 ±3 %S. M-BbW. 

<174> 5] 









W (-¥-711 ft) 










80 








- 55 


28 


16 


1 


29.5 


3 


55 


27 


16 


2 


12.1 


9 


54 


27 


16 


3 


28 


16 


55 | 27 | 16 | 



<175> <^AH 15> 

<176> -fj-sMI* ^m^^ 7Y%-$~%- 3E-$1"3 7/2 VIVO ^T^^ -R-^*fl 

<177> ^-71 -gXH 124 U-^^-S. ^71 ll<>flA-1 afl^tr -frS^^S 3L"ttr 4# 

e^-I^I 7>-§-sl-§- (s^el^-i 1 mgM-f^)^ Balb/c *R->^ ^T^M^rS! 

i=f. HlJa^S-fe Bristol-Myers Squibb *><q Taxol®^- ^r^l^ ^^^>tt * ( 

^S^^-S ELISA ^^.S. 5. 3^ U^^rf. 3L^tb 

7}-g-3*-§- 3£-SM- ^^MUr ^-f ^^A><4 ^H-S^ ^ 13.4 ±4 ftS. 

WOT-. 
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<178> 



<^*H i6> 



<179> S-^-tb sbM^^ 7>-§-^»g- In vivo 

<180> ^"71 -^Al^l 1231). ^ ^"71 4°1H ^tb £^ ^#^1^ 

3 7}-g-3-g- (^#2^-1 1 mg/^R-^-i- Balb/c *}-f^°fl ^^M^bSS^-. 

tb ^#3^-13 £o]^ till Bl-^ (1 mg)* x^t^€£] 7>£-S|- 

-§- (s^s)^ 1 mg/TT}^)^ ^1 ^-g^sH ^^l^l-g-^ 

iL<^ Taxol®^ ^n^A}<4 H] ^ 2.7 %S. M-^rf . ZL&|q- 
spg^ ^-g-^^- ^-f ^8*IM-g"irol 17.6 %S ^7>§>^cf. 
<i8i> <^A]<m u> 

<182> -fi-SMl* ^m&m*£.£\ 7>-g-sH- S^l-^ /yj vivo HPLC^ 

<183> ^-71 ^AH] 1231- ^^.S. ^7l ^ AH 3^1*1 i^tb 4# 

em-^o^ 7 >-g-^|-g- S^l- (^Bl^-i 1 mgM-fi)^- Balb/c ^V-f^l ^^Mtb ^ 
HPLC ^ £.3. ^^Sa^. 31 ELISA ^£.3. 

<184> q ^ s|-#5m€s1 ^ (HPLC ^) 
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<185> jq^jg 3,000 rpm<*lH 10^# ^MJ^SH <££r ^ 

7>xl -20 r°fl>H iL^rSl^r. l-^l-^V 200 /rfofl internal standards. *\ 

(butyl-p-hydroxybenzoic acid)^- 100 »g/m\£\ ^£3. ^Hl^SlH ^ 10 
fjl ^r^r^^r. 3*V ^lHl^HlS(tert-butylmethylether) 1 ml» %7}f>}5L 30 

Ir^l^H ^#*>5atf. ^-e|^>7l ^-&H 3000 rpntfH 5 ^ € 

-y^-sl^- ^, 0.8 ml^l -fM??^ #|«H ^7l^*HM 3^*1 QA}^- 80 ^ 

60 % oHlS^BlH] ^r°}3- n ^ 30 jttf-fr HPLC^l ^<S*M 4#e^€^§: ^^-^^r. 
HPLC Sheshedo Nanospace Semimicro colmn HPLC* , SI-1/2001 

^H, SI-1/2002 UV-VIS ^*)7], SI-1/2004 ^ f-^S, SI-1/2003 , 
SI-1/2009 *7l^*l. SI-1/2011, 2012 al^-^^r u iJ± ^ Shisheido-MicroChrora 
software^, ^^IS 1 }. 23^ 0.3.^ CAPCELPAR MF Ph-2 7 r H3*l (4.6 x 20 mm), 

z^-OSfe CAPCELPAR C18 UG120 (2.0 x 250 mm) ^>-§-*>^4. 
50 %£| ^^-g-^ (0.1 %, pH = 6.86) (^5. A)2r 50 % (pump B)^r 

A>-§-^al 30 °CS -fr^r^. ^tfl €^ ^ 

^ °l-g-*r<^ ^^^r. ^^Bl €^ ^ 0.1 % ^l-t>/^lS.qHm -8-^ 

(84: 16 ^-5i|til)# 0.5 ml/min^ ^5.3. l-B^&JL, ^ ^(analytical column)^ 
olxv/o>^s.v|H€ -§-^^r 0.1 ml/min^-S. -tsj^tr. 
<186> ^ ifl^ A 4\x]3. «H 3*13 ^ ^ -§- 

<M£r UV ^l7l* ^l-Sa^. 31*13 internal standard^- 4.1 

7.2 ^1 7^, ^LBlJl ^e^-t^r 6.4 ^-^1^ 9.3 7i^ -§-#5)5.3. 4.0 ^1 
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^ g^6|H ^ m^-^-S. w^ul 227 nm«1M ^^r^x}. ^ HS^VS.:^ 

Syscon software (Shisheido)* °l-§-3H ^^V&^r. 
<187> © ^ 

<188> ^-71 AH 123)- Q£r ^SLS, A>7l -^H 36^ *||^ -B"S}-^» ^# 

ej^-^o^ 7}-§-3|~§- 1 mgM-f^)^: Balb/c tR-^ ^^H^^S 

cf. Bristol-Myers Squibb a}<3} Taxol®^ Balb/C *K-^ (6-7^, 

*r£W 3^*V$ * 4 a]^V ^1^1 1^ Sr#5^4 ^^tf. Taxol® 0.4 

ml* 5.9 ml3 £4r*l?l 0.1 mil- (sHM^Hl?!* 40 fig^ «fl^) 4 a]^ ^ 

Al?l Balb/C ^V-f^ bolus injection ^Wr- 0 ^ 4 aItV 

1^ ^ tflARV^ %- ^S.^^r» HPLC ^^.S. ^ Sl 5°\}*\ il<*|^r 

. i-ttb Br^^HS^ 7V-g-^-g- S^lr^; 3^rH% ^-f ^^r*r 

^ ^3H-§-^8: ^=30.3 q-^cf. 



<189> <^aH1 15> 

<190> ^#el^>i^ 7B-3H- SAj#^ /yj ^Tj-xfl ^f-Cx^lg 

<191> #7] ^a]c4| 3oflAi ^stb -n-«» i-^tr Sr-t^^M^ 7>-g-^--g- 50 #e ( 

1 mg/4ii)t Balb/c "R^l J*#vfl ¥<^r$!^. 4 7 <M1 *M * 
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<i93> 7>-g-3|-g- 7/2 vivo 

<194> <*3aH 3«=fl^i -B-^l» i^-tb 7>^-g- 2:^1- 50 ^ ( 

4te]^€ 1 mg/mouse)« Balb/c moused e^-ifl ^^VSW. e-^^fl ^ ^ *1*H1 
4^- 1^ ^ tfl^Htl-^ # ^£€s)-» ELISA ^iLS. a. 



<192> 



<-i^Hi i6> 
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1] 

S^*^ # ^IM: 71^5., 7>*1 (monoglyceride) 
31 4-90 % 7}x] <>1#-£| 7]# 0.01-90 ^% ^ 

(paclitaxel) 0.01 - 20 3.^51 ^^^^l -f^tb ^M^M^I 7>-§- 

2] 

*ll 1 1M ^<H^, -*7l S-ii-i-eNBH^ Wl- 0 1 €^ 10 ifl*l22 7fl^ 3L3^ 
3] 

*ll 2 ^1 S^i, #71 2.^^4^01 = 7^1 S^#*] SLi^M, S.^Dll-Sll?l 

, s.^isi>i#5im, s-i^J^m, 2.^1^1^!, ^ SEfe 7l#Sl ssl 

^-HlAfl5l-ol=^E^ ti>^^ 2.^#514S1- 0 1^^1 ^€ ^ ^ 3 Tr- 

avel l}"!^ 7 >-g-^|-§- 

[3t^ 4] 

»1 1 5a°H. #71 7l«-ol HSl^Bl4^°l^-, AiLil^ 7l#, ^ ^# 

5] 

*ll 4 5fl°H. #7l ^^*\Mo]lL7} 2 ^*1 207fl^| SEfe- *i 

3- BBl^BHleH^ 7>-§-^-g- 2:##. 
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6] 



A 5 W 91°]^, -*7l H^#s)^I^lH.7> m^o>^^ (triacetin) H^^Mfl 
(tributyrin), H^HS*! (tricaproin) , (tricaprylin), HSl^VS.^ 

(tricaprin) ^ H^-MSl (triolein) ^Sjfe- ^ -Sd^fe 
7}-g-s|~§- 

[^T 1 * 7] 

*fl 4 SM^i, -#7] -S-^l e|sH-2.-I-(lipiodol), ^-^.^ 

#1 7lf- (iodized poppy seed oil), °f|E].2.# (ethiodol) ^ tfl^f-fr (iodized 

soybean oil)S. S ^#^€3 7}-§-sj-g- 
8] 

* 4 fl<>H, 7l#o] ^-7l#, *HHh ^y-R-, «9*|*1*S| 7l#, 

*fl 4 ^1 siloH, ^7l ^-§-^ 7l#o] ^^HfflSl 7> 

io] 

41 l IN 5a<H*1, a^§#^ # ^IHI tfi*H o.oi ~ 5 ^7>»l» ^7H 
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[33 t 1 "* 11] 
13 T 1 * 12] 

*a ii $a°H, -*7i vtfr^a «Ht 6 i "tftf*o, p-^^^ ^*o*ii ^ ?it(iA>^i«fl 

13] 

A 12 M 5fl°H, W^7> S-^tilAl, A]^!-^, ^S.^, 

(BCNU), tBWfl, (5-FU) ^ -n-i^lS. ^ 

14] 

*il 12 -qH &<>H, ^-71 -fi-£^7> EAitl, ^ t§H^H 

15] 

(cinchonin), ^# *fl\t ^rS-l-^ ^1*^, ^9} ^S.^CVinca alcaloid), 

^B||S.olS., ^jamSH), t^M. ^ ^3*r * -g 



57-42 



# 
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[^^% 16] 

*ll 15 ^ Sl^H. ^ *m *Wl7> ^iWg(verapamil), ^W^S. 
(nifedipine), (nicardipine), ^ qB^^(nitrendipine)JlS. 

T^l;E.^e]^(dihydropyridines) < ?l ^r^^-i^ 7>-g-^--g- a-S*. 

13 t 1 "* 17] 

(trifluoroperazine)*?! 7>-§-^-g- 
I^t^ 18] 

*11 15 ^1 SXW, "3-71 *j-Jim^l7V 5fl^m(reserpine) , ?l s^^^t^ 7>-g-^- 
19] 

*H 15 1H Sa^i, ^"71 ^17> Mr3.<>lH.(Vinca alcaloid)7> 
(vincristine), S£^ €1:^31 (vinblastine) Si 7>-g-^--§- 
20] 

*fl 15 $*<>H, ^"71 ^EflS.olS.7> E£7il^t 6 J ^m^^ 7Y%*i\r%r 2i 

21] 

*fl 15 Sfl°H. #7] ^H^.tq-^(amiodarone), ^1^^ 

(quinidine)^l ^3.^^ 7>-g-^»g- 
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[3^% 22] 

*ll 15 IN 9X°]*\, =ttAA ^M-aLfl(quinacrine), Sife (quinine) <?1 

Ml W 231 

*fl 15 IN 5&«>H f ^^^^II^|7> A>ol^s.^5.^(cyclosporine)^-, ^-fS 

^SLfKstaurosporine) ^ EflHS^^i(tacroliraus)S. ^s)^- * ^S)^ *\r 

24] 

(doxorubicin), *fl£a=A}°lE.(etqposide. VP-16), ^ Al^#2}.i=l(cisplatin) £.5. ^3 
£r ^H 5 ^ W^l. ^iWS(verapamil), SE^r i=KE.*l€(tamoxifen)<y. 4 

7>-§-^-§- 

25] 

*ll 11 *M 9X<^\*\, ^-71 <&S*ol efl^«, = 5L^, ^ ol^HS^S. 

26] 



57-44 
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13 W 27] 

^ i ifl*] X| 26 % ^ <^ tfr ^ 5a°1^, ^n 1 ^, T 2 " 7 ^ 
WW 28] 

1) a-^M # 7]§^.S., 4 90 1ft 7}*1 2.^51^1^ 

0.01 *fl*l 90 ^m>&i 7>*] 7l#^ -g-«fl^l7l^ X] 1 #7fl; 

2) ^-71 *fl 1 #7Wi -fMi-M^I *\3.Q -fKM^S.^ 0.01 *fl*| 20 ^ 

*ll 1 % *fl*l *H 26 ^ ^ ^ IN 4* 4#3^Hi^ 7}-g-3*-g- 2^-§r^ 

[^W 29] 

30] 

*l] 28 ^ fl^W, ^71 XI 2 #tH*H *<>1*MI *>7l *il 2 #31 
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[^T 1 * 31] 

% 7}&<L£., 4 90 7>*1 o^s} S-ic^AfleH 

0.01 vfl^l 90 7>*1 o]#o} 7l# ^ 0.01 xfl^l 20 5« 

*il 26 ^ ^ix ^1 7}-§-sJ~§- 2:^*3 ^2:^. 

32] 

[^^% 33] 

^ 7>*1 ol^-^ 7 )-§- 0.01-90 7>*| o]^-^ 0.01-90 ^ 

0.01-20 SL^-lsRr 7>-g-2h-8- 

[^^J- 34] 

*ll 33 ^1 SM^I, ^7} SL^^Mo)^) ^%o] 10 ifl*|22 7fl^ i 

35] 

2^1 el ^1-^1 2^«a&H^m, S.^1^^1^1, ^ HLfe ^1-^ 7l#<q ^ 
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36] 

2fl 33 ^1 #7} 7l#o] H^B^eWS., A^S.^- 7l#, ^ * 

[^t 1 * 37] 

*ll 36 5fl°H, ^^4^o]b.7\ lb^-2 xfl*| 207flSl S3?- SEfe * 
38] 

^11 37 ^1 Sa°H, ^-71 He|^e1^^lH.7> BsloHm, Hel-MS. S?1?1-£S 

Si, Hel7}H^^, Hel^>H€ ^ HB^lS! £.3. 5 f^H 

MIt 1 * 39] 

211 37 IN 5fl°H, ^"71 j£L2.JEl3?- ^.^^l A^LS.^- ^^l 7l#, 

^ HE^- tflJf-ffS. T^^fe 5 ^^^W^iPl 7>-g-5l-g- 2: 

40] 

211 37 &<>H, 7lf.o] ^71 ^-fh -MlMf, 

7l#, ^^l7l# £ ^-7l#O.S. ^S]*r S ^Sl^^^ 7}-g-S}~§- 



57-47 




1020020042791 



<£A- 2003/7/15 



41] 

7>-g-3*-g- 

42] 

13)^-% 43] 

4 42 SW*!. ^-71 <&x}£°] 3.+5}-T=]^m (PC) 3^43 'iH^ 

(PE) ^^^^1^ (PS) -fK£*il ^ 3.^>7> 

(polymeric lipids ^ -id^fe 7}-g-5r-§- S^lr. 

44] 

*fl 42 S^^i, -^-7] 3H3*f|7}- (Poloxamer; Pluronic; 

§e) ofl ^ ^-1- e] ^-a] ^S-Sl ^1 ^^1), ofl^Efls. (Sorbitan esters; 

Span), l-el^l^l^^l (polyoxyethylene sorbitans; Tween) ^ ^-^HM 

ofltflH (polyoxyehtylene ethers; Brij)S. tHS^ ^ ^^tt 
7>-§-^-g- 
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451 

*f| 42 &<H*1, -*7l *<>1*^ Tfl^ %^^17> 1^^^ (PS) -R-£L*fl, 3. 

+ ^t£*Y (PA).-H-S^ ^ -£SIMB (SDS)S. ^S)^ 5- ^3tt 

46] 

q-g- ESt (DOTAP) , 4°H€ ^ol^-Bf^^^-SLM-S- #S^°1^ (DDAB) , N-[l-(l,2-^ 
al*^^Al)HS€]-N,N,N-H3^#S-^-& #S.2l-olH. (DOHA), 1,2-^1*^^-3- 
<4im5.i3.-M (DOEPC) ^ Sp-CN-tCN'.N'-^H^^lic)^ 1 ^]^}^]^^^^ 

(DC-Chol)-^S. $ #«>£|^ 71-8-3H- 

47] 

#. 

48] 

*ll 33 f&^H, 3^8 #3 # ^%=ofl tfl§>^ o.Ol - 5 ^%^1 3J7>*H» ^7> 

Z.^xr 7>-g-^-g- 2:^1-. 
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49] 

*)] 48 ^l 9X°]*\, #7] %7}x\]7} 3.^13.2.*], SS*H*. £3*H* o^EflolH, 

^s]^ 5- ^<*IM s^el^i^ 7}*3** 

I^t 1 * 50] 

*n 49 ^i sa^H, \**>$ ^=#^1 ^$*n, p-^^^i ^*n*o ^ ?i:tflA>^-sfl 

51] 

all 50 1H1 Sl^i, ^"71 %$*H7> ^-^tilAi, a]^^, ^Jo^e^, 
€ (BCNU) , tHWfl, oll£XA>o]c > ^.s^c.^ (5-FU) ^ 4#el^-^l *H*l3. 

52] 

*ll 50 *<fl fl<>H. ^-71 ^m^ni -frs.^7} hai^, asE^-l « 

3. ^Slfe 5" #^3*r 3^#2l^^ 7>*3** 2^#. 

53] 

*ll 50 ^1 5ft°H, P-^^^ ^m)7\ ^l5Td, ^ *fl\i *1*M1, 4 
"M, ^S-ols., W^^^l, ^S.ols., ^m^l, t^M, ^ ^^;«JL 



57-50 
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54] 

*Q 53 5a<^i, ^"71 *im *Wl7> ufleWS, q*|i=m, ^ 

55] 
56] 

[^^J- 57] 

^1 53 Si^i, ^7l Sl?> It^-OlH-CVinca alcaloid)7> ^1 

58] 

*l] 53 ^ 9X*\*\, #71 ^lS.ol^.7> HSTHi^m^l ^m^^ 7>-§-5)-§- 2i 
59] 

*ll 53 91°]^, #71 *J-^^^7> oMiLt^ S=fe 7> 
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601 
61] 
62] 

o|£(VM6), ^ ^<*)M <S^3fe SEfe- b}- 

63] 

^ 49 5A°H, ^-71 <g^L-§r°) *\}^, ^m^:, HSt^, ^ ^liHS^S 

l^H" 64] 

l^"* 65] 

*fl 33 % ^ 64 ■% ^ «\± $X^, 3^^, ¥<^, 3^^, 
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66] 

1) %■ 7lf 4 ifl*| 90 7>^1 o]#<q S.^e)^ef 
W*. 0.01 ifl^l 90 ^ 7>*H^ 7l#^ 0.01 ifl^l 90 

*0 1 #3]; ^ 

2) -S-71 *|] 1 #7jHH 0.01 20 ^^=%S) 

£^«H ^ ^SSRr »1 2 #3]!- JL^H n^^fe *fl 33 ^ vfl*l 64 ^ ^ 

^- « M 7}-8-3j-g- 2^ #3 

l^T 1 * 67] 

31* 50 *C ol*>s 7>£*H ^^Hfr U-^. 
[^n 7 -^- 68] 

*l 66 ^-ofl &o^ ( 2 #74H>H3 -g-sfl^. -g-ol^Tfl qq.d\ *q 2 ^ 

*|» 50 °C 7>£*H 4^*Hr ^ 

[^U" 69] 

*l 66 *cN *fl 2 ^l^lA^ ^ # ^.ol^Tfl §>7l ^"71 xfl 2 #7fl 



57-53 



• 




1020020042791 



#^ 13*1-: 2003/7/15 



70] 

1) % f^-§- 7l^6.S., 0.01 90 ^ 7>*] 7 ] 

0.01 20 -g-SfiA]^ sHt^^ -i-^^- ifrELfe XI 1 # 

2) ^"71 XI 1 #XH*i £<HsL sJ-^^-t -8-^* 0.01 ^fl*l 90 % 7}x) 
*M Xl2:*Rf XI 2 ^r^l* i^>^ Xl 33 % Xl 64 % ^ 

C^- ^ ^1 TtHE, 7>-g-2f-§- X1S«^. 

71] 

xi 70 ^i xi 2 #tih^ §>7i ^*}<^ #7i xi 2 ^ 

72], 

XI 1 XI 26 ^ ^ XI 33 ^ vfl^l XI 64 ^ ^ <^2=i tb Sl^l , ^ 

*1]a| ofl^- Sfe ti}JL^-°J 4t&lW 7]-§-^-g- 
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IS. 1] 

25 t — 



E 




0 12 3 4 



■AI2* (AI2|) 
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31 

16 T 

I 14 - 



§ 12 - 




12 3 4 



l£ 4] 



12 




(A|2>) 
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[£. 5] 

0 10- 

1 8 i 




AI2J- (Mil) 



57-57 



